
Soluble fibers are thought to lower serum cholesterol
levels by binding bile salts in the intestine. In response, the
liver increases its conversion ofcholesterol to bile acids. The
depletion of the liver cholesterol content stimulates a syn-
thesis ofLDL receptors, a primary mechanism for removing
LDL cholesterol from serum. The addition of soluble fibers
such as oat bran to a low-fat, low-cholesterol diet may be an
inexpensive nonpharmacologic way to help reduce serum
cholesterol levels.

Another dietary theory proposes that the type of fat in-
gested may play a more important role in determining serum
cholesterol levels than the amount. People in Mediterranean
countries who eat a diet high in total, predominantly mono-
unsaturated fat have a low incidence of coronary artery dis-
ease. Short-term studies have compared the effects on serum
lipids of volunteers who ingested diets high in total and
monounsaturated fat, high in total and saturated fat, or low in
total fat. The high-monounsaturated-fat and low-fat diets had
similar effects in lowering total and LDL cholesterol levels
when compared with the high-saturated-fat diet. These study
diets differed from Mediterranean diets. They used liquid
formulas low in complex carbohydrates, high in glucose, and
high in safflower oils rather than olive oil. The long-term
effects on serum lipids of diets high in total and mono-
unsaturated fat have not been studied. It is premature to
conclude that such a diet will lower the incidence ofcoronary
artery disease. The current recommendations for North
American adults include a small increase in monounsatur-
ated fat consumption to partially replace decreased saturated
fat intake.

What about fish oils, the w-3 fatty acids? Pharmaceutical
sales of fish oil capsules have dramatically increased. Interest
developed when it was noted that coastal Eskimos and other
populations whose diets are rich in these substances have a
low incidence ofcoronary artery disease. Even in large quan-
tities, o-3 fatty acids cause only a modest decrease in serum
cholesterol levels; they primarily lower triglyceride levels.
They also decrease platelet aggregation and the synthesis of
thromboxane A2, factors implicated in the pathogenesis of
atherosclerosis.

Whether ingesting w-3 fatty acids will reduce the inci-
dence of coronary artery disease is unknown. Patients
should be informed that the typical North American diet,
high in saturated fat, cannot be turned into an "Eskimo diet"
by adding fish oil capsules. Eskimos have a high incidence of
stroke, and there is concern this may be related to the hemo-
static alterations ofw-3 fatty acids. To match the Eskimo diet
in w-3 fatty acids would require using as many as 30 to 60
capsules per day, with an average daily cost of $10. The use
of fish oil capsules is not recommended. Epidemiologic evi-
dence suggests that the frequent consumption of fish,
whether high or low in w-3 fatty acids, is associated with a
decreased risk of coronary artery disease. Fish can provide a
useful substitute for meat high in saturated fat.

CONNIE WHITESIDE, MD
Sacramento, California
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Recent Advances in Diagnosis and
Treatment of Acute Pancreatitis
ACUTE PANCREATITIS is a commonly encountered clinical
disorder. In the United States, alcohol abuse and biliary tract
disease account for the vast majority of cases. Morbidity and
death related to pancreatitis are largely confined to patients
with severe necrotizing disease, which accounts for 10% to
18% ofcases.

The diagnosis of pancreatitis is made clinically because
histologic examination of the gland is not readily available.
The clinical diagnosis may be supplemented or supported by
laboratory or radiographic evidence. Efforts to improve ei-
ther the sensitivity or specificity of the diagnosis with spe-
cific enzyme or isoenzyme measurements have been largely
unsuccessful.

Although diagnostic imaging of the gland may be confir-
matory, both ultrasonograms and computed tomograms may
be normal in as many as 15% to 20% of patients with acute
pancreatitis. The most useful role of computed tomography
is in its ability to provide prognostic information and identify
complications-abscess or pseudocyst-of pancreatitis. The
use of magnetic resonance imaging in acute pancreatitis re-
mains a research tool. Its poor spatial resolution makes it
unreliable in differentiating inflammation from necrosis and
other pancreatic abnormalities.

The treatment of acute pancreatitis is primarily sup-
portive because most cases are of mild or moderate severity
and have a universally good prognosis. Such patients need
only be supported with fluid resuscitation and adequate anal-
gesia. Nasogastric suction, H2-receptor blockers, atropine,
glucagon, aprotinin, and antibiotics have all proved ineffec-
tive in improving the outcome in patients with mild to mod-
erate disease, and their use is not recommended.

Early morbidity and death in pancreatitis are related to
cardiopulmonary collapse and renal failure, which occur in
patients with severe necrotizing or hemorrhagic pancreatitis.
Although clinical trials of the use of peritoneal lavage have
failed to show an improvement in mortality, lavage may offer
a means of support for those with cardiovascular collapse.

Although early death may not be avoided, late mortality
may be prevented. Death after 10 to 14 days occurs as the
result of septic complications. Controlled trials have shown
that the prophylactic use of antibiotics is of no benefit in
improving outcome, but these studies are flawed in that the
population studied was at low risk (nonsevere pancreatitis).
A growing body ofliterature suggests that bacterial contami-
nation occurs more frequently-in 40% ofcases-and earlier
(seven to ten days) than previously assumed in patients with
severe necrotizing pancreatitis. In this population, antibiotic
prophylaxis may be beneficial.

Unfortunately, a case of sterile necrosis cannot be clini-
cally differentiated from a case of infected necrosis. In both,
patients may have fever, leukocytosis, and a clinically deteri-
orating course. Computed tomography-guided aspiration of
necrotic areas or liquid collections has proved to be a reliable
means of detecting or excluding bacterial infection. The
presence oforganisms on a Gram's stain or a culture requires
either aggressive surgical debridement or radiologic catheter
drainage.

Using an aggressive aspiration approach in patients with
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severe necrotizing pancreatitis and early operative or cath-
eter drainage may result in improved survival rates. The use

of prophylactic antibiotics in these patients should be evalu-
ated by a controlled trial.

M. BRIAN FENNERTY, MD

Tucson
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Misoprostol Therapy for- Patients Taking
Nonsteroidal Anti-inflammatory Drugs
GASTROPATHY INDUCED BY the use of nonsteroidal anti-
inflammatory drugs (NSAIDs) is a major complication of
these widely prescribed drugs. Patients at highest risk for
gastropathy are those on long-term NSAID therapy, in-
cluding the elderly, arthritic patients, and those with a history
of abdominal pain or gastric intolerance to NSAIDs. The
spectrum of gastropathy includes mucosal hemorrhages or

erosions, gastric ulcer-present in as many as 15% of the
population at risk-and duodenal ulcer, and any of these may
present with complications such as gastrointestinal bleeding
or perforation. Attempts to prevent NSAID-related gastrop-
athy with H2-receptor blockers and sucralfate have been un-

successful, though these agents remain useful for healing
established ulcers once NSAID therapy is discontinued.

The mechanism of NSAID-induced mucosal damage is
not completely understood. The suppression of mucosal
prostaglandin production and a reduction of mucosal blood
flow by NSAIDs are contributing factors, and the presence of
gastric acid is required. Prostaglandins such as misoprostol,
a synthetic prostaglandin E2 analogue, have been investigated
for their role in gastric mucosal protection, particularly
against insults such as from taking NSAIDs. In low doses
these agents have cytoprotective properties such as en-

hancing mucosal blood flow and gastric mucous production.
In higher doses they can inhibit gastric acid secretion. In
healthy subjects misoprostol use has been shown to prevent
mucosal lesions induced by NSAIDs and aspirin. Even with
doses below antisecretory levels, patients had lowered endo-
scopic scores of mucosal damage, suggesting cytoprotection
by misoprostol. Notably, abdominal pain and other gastroin-
testinal symptoms were not reduced in these short-term
studies.

Two recent trials show the clinical usefulness of miso-
prostol in arthritic patients on NSAID therapy. One trial
enrolled patients with abdominal pain but without gastric
ulcers on endoscopy and showed a significantly reduced inci-
dence of gastric ulcer in the group treated with misoprostol.
Because the overall incidence of gastric ulcer was high, the
study was terminated for ethical reasons before statistically
significant data could be collected on the effects on duodenal
ulcers. In a second study, misoprostol therapy produced sub-
stantial regression of gastropathy in patients with rheumatoid
arthritis who continued on aspirin therapy. No exacerbation
of arthritic symptoms was noted in patients treated with
misoprostol.

Unfortunately, none of these studies have shown any con-

sistent benefit on abdominal symptoms; in fact, some have

shown worsened gastrointestinal symptoms in the misopros-
tol-treated patients. This is due in part to the side effects of
the drug, which include diarrhea, dyspepsia, and abdominal
pain, and may require reducing the dose from the recom-

mended starting dose of 200 Ag four times a day to 100 Ag.
Misoprostol also has uterotonic effects and may cause

cramping, bleeding, or spontaneous abortion, necessitating
extreme caution in prescribing to women of childbearing age
and contraindicating its use in pregnancy.

Misoprostol therapy should certainly be considered for
patients with disabling arthritis who need to continue on

NSAID therapy despite a serious complication-such as gas-
tric ulcer or gastrointestinal bleeding-from these agents. It
may be indicated in symptomatic patients on NSAID therapy,
particularly elderly or chronically ill persons, to prevent the
development of gastric complications. Because its efficacy in
reducing symptoms has not been shown, assessing any clin-
ical benefit over the short term may be difficult, especially
because many of these patients will not be followed up with
endoscopy. The role of misoprostol therapy in high-risk
asymptomatic patients without documented gastrointestinal
complications bears further investigation. Its effects on the
prevention and healing of duodenal ulcers need to be as-

sessed. Finally, long-term studies are needed to evaluate the
efficacy of misoprostol therapy in preventing more serious
complications such as gastrointestinal bleeding and perfora-
tion and to identify the patient groups that may benefit from
such therapy. KRISHNA DAS, MD

Stanford, California
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Rheumatoid Arthritis and Methotrexate-
A Renewed Partnership
METHOTREXATE was first used to treat hematologic malig-
nant disorders in the late 1940s. It was later tried in rheu-
matic diseases with the assumption that the two groups of
patients shared a similar pathophysiology. Because of the
serious side effects associated with the earlier dosage regi-
mens and the recognition of the dramatic effects of cortico-
steroids, its use was soon discarded. The modern application
of methotrexate began in the 1960s when introduced in the
treatment of psoriasis and dermatomyositis.

Since 1980 when an eight-year experience with the use of
methotrexate to treat rheumatoid arthritis was described,
several authors have published data supporting the relative
safety and efficacy of its use in patients with this disorder. In
1988 the American College of Physicians published a "posi-
tion paper" describing its use, and this year, after 45 years on
the market, the Food and Drug Administration approved its
use for the treatment of rheumatoid arthritis.

Methotrexate is a folic acid analogue. It inactivates intra-
cellular enzymes, depleting the cell ofreduced folates neces-

sary for the formation of purines and pyrimidines and thus
DNA. Its mechanism of action in rheumatoid arthritis is un-
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